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2005:578527 
143 : 126601 

Effect of vilazodone on S-HT efflux and re-uptake in the guinea-pig dorsal 
raphe nucleus 

Psychiatry C 

COD EM : EJPHA2; ISSN: 0014-2999 



English 

The effect of vilazodone. a putative selective serotonin re-uptake 
inhibitor (SSRI) with S-HT ( S-hydroxyt r yptamL tie ) 1A receptor partiaL 
agonist activity, was investigated on S-HT efflux and S-HT re-uptaKe haLf 
Life in the guinea-pig dorsaL rapne nucleus, using in vitro fast cyclic 



.if Lea- 



sed S-! 



In i 



ef fe. 



e£f _■ 



e in S-H: 
■ for s-h: 



display S-HT1A receptor agonism. 
163521-12-8, Vilazodone 

RL : PAC ( Pharmacological activity! ; BEOL i B Lo Log Lea L study) 

(effect of viiazodone on S-HT efflux and re-uptaKe Ln the guLn. 
dorsal raphe nucleus) 

163521-12-8, Vilazodone 

RL: PAC (PharmacoLogicaL activity); BEOL < Bio Log Lea L study) 

(effect of vLLazodone on S-HT efflux and re-uptaKe Ln the guLn- 

L6 I L2 HCAPLUE 

2-BenzofuranearboxamLde, 5 - | 4 - | 4 - ( 5 -cyano- 1 H- L ndo L -3 -y L ) butyL | -1- 
piperazinyl] - (CA INDEX NAME) 



o 



CM19 5AW, UK 

European Journal of Pharmacology (2005J, 510(1-2), 49-S7 
CODEN: EJPHAZ; ISSN: 0014-2999 



Vilazodone has been reported to be an inL 
(5-HT) reuptake and a partial agonist at 
[35S]GTPyS binding in rat hippocampal tissue, vilazodone was 
demonstrated to have an intrinsic activity compar able to the S-HT1A 
r e : e": t : r a. o-ny :ir : y.y- 1 - ■ d i -n-propy 1 ami no ) tetral in ( S-OH-DPAT ) . 

Vilazodone (1—10 mg/ kg p . o . ) dose- dependent L y ■:! i spl aced i n v i vo I 3H | DASB 
(N, N— dimethy 1— 2- ( 2 -ami no- 4 -cyanooM'jeny _ t h i ■:■ ) L^en zy i aiiiina] l:d nding from rat 
cortex and hippocampus, indicating that vilazodone occupies S-HT 
transporters in vivo. Using in vivo microd i a 1 y s i s , vilazodone (10 mg/kg 
p.o.) was demonstrated to cause a 2-fold increase in extracellular S-HT 
but no change in noradrenaline or dopamine levels in frontal cortex of 
freely moving rats. In contrast, administration of 3-OH-E'PAT (0.3 mg/kg 
s.c), either alone or in combination with a serotonin specific reuptake 
inhibitor (SSRI; paroxetine, 3 mg/kg p.o.), produced no increase in 
cortical S-HT while increasing noradrenaline and dopamine 2 and 4 fold, 
resp. ft 2-fold increase in extracellular S-HT levels (but no change in 
noradrenaline or dopamine levels) was observed after combination of the 
5-HTlft receptor antagonist, N— [2— [ 4— ( 2-methoxypheny 1 ) -1-piperaz iny 1 ] ethyl ] - 
N- (pyr idinyl j cycl ohexanecar boxami de (WA'J-1 0 063S ; 0.3 mg/kg s.c.) and 
paroxetine (3 mg/kg p.o.). In summary, vilazodone behaved as a high 
efficacy partial agonist at the rat hippocampal S-HT1A receptors in vitro 
and occupied S-HT transporters in vivo. In vivo vilazodone induced a 
selective increase in extracellular levels of S-HT in the rat frontal 
cortex. This profile was similar to that seen with a S-HT1A receptor 
antagonist plus an SSRI but in contrast to 8-OH-DPAT either alone or in 
combination with paroxetine. 
163521-12-8, Vilazodone 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); thu 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(neurochem. evaluation of novel 5-HT1A receptor partial agonist and 

serotonin reuptake inhibitor vilazodone) 
163521-12-8, Vilazodone 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(neurochem. evaluation of novel S-HT1A receptor partial agonist and 

serotonin reuptake inhibitor vilazodone) 
163521-12-8 HCAPLUS 

2-Benzof urancarboxaraide, 5- (4 - (4-(S-cyano-lH-indol-3-yl ) butyl ] -1- 
piperazinyll- (CA INDEX NAME) 
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L48 ANSWER 3 OF 21 HCAPLUS COPYRIGHT 2009 ACS on ! 
AN 2004:11S4699 HCAPLUS 
DN 142:93856 

TI Preparation of Indolylbutylplperazlnylbenzof urai 

receptor ligands and/or serotonin reuptake inhibitors 

IN Haimich, Tima; Boettcher, Henning: Schiamann, Kai: 

Hoelzemann, Guenter; Van Amsterdam, Chriataph; Bartaazyk 
Gerd; Leibrack, Jaachim; Seyfried, Chriataph 

PA March Patent GmbH, Germany 

SO PCT Int. Appl., 4S pp. 
CODEN: PI XXD2 

DT Patent 

LA German 

FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. 



PI 



WO — 2004113326 



Al 



1229 



U-HM" l-'.l". 



05547 



AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 
CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 



NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, 
TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 



RW: BW, GH, GM, KE, LS, 



SI, SK, TR, BF, BJ, CF, CG, 
SN, TD, TG 



2003DE-1 00026'!3'! 
2004AU-00024W372 
2004CA-002529299 
2004EP-000734515 



CN 1805953 

BR — 2004011533 
JP — 2006527707 
MX — 2005013538 
US-20070099933 

PRAI 2003DE-100026939 
2004WO-EP0005547 

OS MARPAT 142:93856 

GI 



20060719 
20060801 

20061207 

2 0 06 03 0 9 
20070S03 

200306i6 

2004051:4 



2004BR-000011SJJ 
2006JP-000S1S7K? 
200SMX-QQQQ13538 
2005US-000S60734 



20040524 ■ 

20040524 • 

20051213 ■ 

20051215 • 




AB Title compds. [I; X = N, CH; R1-R3 = OH, OA, cyano, halo, COR4, CH2R4 ; R4 
= OH, OA, NH2, NHB, NB2; Q = CH2 , CO, CH; A, B = alkyl, alkoxy, alkenyl, 
alkoxyalkyl; m = 2-6; n = 0-4; dotted line = optional double bond], were 
prepared Thus, 5- |4- | 4- (5-cyano-3-indoly 1 ) butyl ] -1-piperaz iny 1 | ben z of uran-2- 
carboxamide in Me2SO was treated dropwise with concentrate HC1 under ice cooling 
followed by stirring for 10 h to give 

5-[4-[4-(5-cyano-2-oxo-2,3-dihydro-lH-indol-3-yl) butyl] -1- 

]: a z i ny _ ben zo fur an- 2 - :■ ar ami de as t lie d i hydrocb lor ide . The Latter 

■ :\ : we i-r.Z'-.-. - e : e": t : c i :\ i :\ =. -~ i v i " y wi t :\ I C"5 '_■ = i . "■' nil and ser oton in 

anxiolytics, antidepres sant s , neim.e::::::- ant i byj: ei ~ en s i ves and ■ or for 
": : z . zy.— - .;e" :■ i r. v- : ;:ses s i ve-co raj ve ;: ehav l or , s leeping disorders, 

tardive dyskinesia. . _aa:"::: ^ :L::::a:: a:re-re_ace:; M.ein :i y ::ef ect s . eat i ng 
disorders such as bulimia, and/or sexual dysfunction. 
IT 714950-70-6P 816438-30-9P 816438-33-2P 
816438-35-4P 816438-37-6P 816438-39-8P 
816438-41-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
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(prepn. of : 



.tylpipej 
suptal 



inylbenz of ur an ;arb : Kami ies : 



IT 163521-12-8 714950-88-6 765935-80-6 

RL: RCT (Reactant); PACT (Reactant or reagent) 

(preparat ion ■:■£" indol yltut y Lp Lper.a:: iny 1 benzof urancarboxamides 
receptor ligands or reuptake inhibitors) 
IT 714950-70-6P 

RL : PAC (Ph.arm.ao:. Logical activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(preparation of indo L y L tut y Lp iper.az i ny L ben :■:■£" nr. a n oar bo Kami des as serotonin 
receptor 1 igands or reuptake inhibitors ) 
RN 714950-70-6 HCAPLUS 

CN 2 -Benzof ur. a ri.;.i r !:■■:■ -.amide, 5 - ( 4 - ( 4 - ( 5 -cy a no -6 -h yd rosy- lH-indol-3-yl ) butyl] -1- 
piperazinyl] - (CA INDEX NAME) 



L48 answe?. , :r :: • ■ ' acs or, sth 

AM 2004:1154698 HCAPLUS 
DN 142:93855 

TI Preparation of indoly y e: a :\y _;: e:\ : :f-.;r =,r. : a: ::a),,i de? s; 

reuptake inhibitors and/or serotonin receptor ligands. 
IN Hainrich, Tino; Boettcher, Henning; Schiamann , Kai ; 

Hoelzeraann, Guenter; Van Amsterdam, Christoph; Bartoszyk, 

Gard; Lei.br ock , Joachim; Sayf r±ad F Christoph 
PA Morck Patent GmbH, Germany; Van Amsterdam, Christoph 
SO PCT Int. Appl., 42 pp. 

CODEN: PIXXD2 
DT Patent 
LA German 
FAN.CNT 1 

PATENT NO. ' ZATE A.PP1 I CAT I ON HO. I ATE 



PI WO 2004113325 



Al 



2 0 0 4V 



-LPuuuib J6 




ES, FI, FR, GB, GR, HU, IE, 



SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, 
SN, TD, TG 

DE 10326940 Al 20 05 0105 2 0 03DE- 1 0 0 0 26 <s 4 0 2 0 03 0616 ■ 

AU — 2004249371 Al 2004122;.' 2 0 0 4 All- 0 0 0 2 4 S3 7 1 2004 0524 ■ 

CA 2529298 Al 2004 1 229 2 0 0 4 CA- 0 0 2 5 2 ^ 8 2004 0524 ■ 

EP 1633 742 Al 2 0 060315 2 0 0 4 EP- 0 0 0 73 4 5 2 0 20040524 ■ 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO, CY, TR, BG, CZ, EE, HU, PL, SK 

BR — 2004011456 A 20060 718 2 0 0 4 BP- 0 0 0 0 1 1 4 56 20040524 ■ 

CN 1805954 A 20060719 2 0 0 4 CH- 0 S 0 0 1 6 7 4 S 20040524 ■ 

jp — 2006527706 T 20061207 2 u 06 JP- 0 0 0 5 1 5 7 B6 10040524 ■ 

MX — 200501353 7 A 2 0 060309 2 0 0 5MX- 0 0 0 0 1 353 7 20051213 ■ 

KB — 2006021896 A 2 0 06 03 OS 2 0 0 5KP- 0 0 0 7 2 4 1 0 0 2 0 051215 ■ 

US-20060 160824 Al 20060720 2 0 0 5US- 0 0 0 56 0 73 7 2 0 051215 ■ 

: 2003DE-10002694 0 A 2 0 030616 <— 

2004WO-EP0005546 W 20040S24 < — 
MARPAT 142:93855 




AB Title coropds. (I; X = N, CH; Rl, R3 = H, OH, OA, cyano, halo, COR4, CH2R4; 
R2 = H, (halo- substituted) alkyl, alkylaryl, alkylheteroaryl, heteroaryl; 
R4 = OH, OA, NH2 , NHB, NB2 ; A, B = aLkyL; ra = 2-6; n = 0-4], were prepared 
Thus, 3-(4-chlorobutyl)-lH-lndole-S-carbonitrile in THF was added to NaH 
in THF followed by stirring for 30 rain., addition of Mel in THF, and stirring 
for 30 rain, at room temperature to give N-methylated product, which was heated 
with S-(piperazin-l-yl) benzof uran-2-carboxamide and Et3N in 
N-raethylpyrrolldlne at 120° for 4 h to give 

S-[4-[4-(S-cyano-l-raethyl-lH-lndol-3-yll butyl ] piperazin-l-yl ] benzof uran-2- 

with ICS0 = 2.6 nM. I are useful as anxiolytics, antidepressants, 
neuroleptics, antihypertensives, and/or for pos . influencing obsessive 
compulsive disorders, sleep disorders, tardive dyskinesia, learning 
disorders, geriatric memory loss, bulimia, irritable bowel syndrome, and 
sexual dysfunction. 
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S16429-14-SF S16429-15-9F 816429-16-0F 
816429-17-1P 816429-18-2P 816429-19-3P 
816429-20-6P 

RL : PAC (Pharmacological activity); SPN (Syntnetic preparatioi 
(Therapeutic use); BIOL (Biological study); PREP (Preparation; 
(Uses) 

(claimed compound; preparat: 
indoly lbutylpiperaz iny lbenzi 

816429-21-7P 

RL : PAC (Pharmacological activity); SPN (Synthetic preparat 
(Therapeutic use); BIOL (Biological study); PREP (Preparati. 



serotonin reuptake 



81S429-14-8P 



o Eur- 



(claimed compound; preparation of 

indoly lbutylpiperaz iny lbenzof urancarboxamides as serotonin reuptake 
inhibitors and/or serotonin receptor ligands) 
816429-14-8 HCAPLUS 

2 -Benzof urancarboxamide, S- ( 4- [ 4- (5-cyano-l-methyl-lH-indol-3-yl) butyl ] - 
piperazinyl] - (CA INDEX NAME) 



lxiety 



ANSWER S OF 21 HCAPLUS COPYRIGHT 2009 ACS on STN 
2004:892421 HCAPLUS 
141:360593 

Effects of systemic Injections of Vllazodone, a selectii 
reuptake inhibitor and serotonin 1A receptor agonist, oi 
by predator stress in rats 
Adaraec, Robert; Bartoszyk, Gazd D . ; Burton, Paul 

Department of Psychology, Memorial University, St. John's, A1B 3X9, Can. 

European Journal of Pharmacology (2004), 504(1-2), 65-77 

CODEN: EJPHAZ; ISSN: 0014-2999 

Elsevier B.V. 

Journal 

We examined the effect of Vllazodone, a selective serotonin reuptake 
inhibitor (SSRI) and serotonin 1A (S-HT1A1 receptor agonist [Bartoszyk, 
Q.D., Hegenbart, R. , Ziegler, H., 1997. EMD 68843, a serotonin reuptake 
inhibitor with selective presynaptic 5-HT1A receptor agonistic properties. 
Eur. J. Pharmacol. 322, 147-1531, on change in affect following predator 
stress. Vllazodone and vehicle Injection (I.p.) occurred either 10 min 
after predator stress (prophylactic testing), or 90 min prior to 
behavioral testing for the effects of predator stress (therapeutic 
testing). Predator stress involved unprotected exposure of rats to a 
domestic cat. Behavioral effects of stress were evaluated with hole 



stress increased 
affected 



aft en 



lety-1 
stic start 
potent iat : 



• treatment of changes in hypervigi lance 
THli (Therapeutic use; 



Vilazodone i 

163521-12-8, Vilazodone 
RL: PAC (Pharmacological activity 
(Biological study); USES (Uses) 

effect; :f S.SP.I a:;:l serotonin 1A recept 
anxiety induced by predator stress in rats) 
163521-12-8, Vilazodone 

RL: PAC (Pharmacological activity); THU (Therapeutic u 

(Biological study); USES (Uses) 

(effects of SSRI and serotonin 1A receptor agonist, 
anxiety induced by predator stress in rats) 



- [4- 



(S-cyano-lH-indol-3-y] 



0 
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Sard I 



CS Preclinical Pharmaceut: 

64293, Germany 
SO Journal of Medicinal Chemistry (2004 

CODEN: JMCMAR; ISSN: 0022-2623 
PB American Chemical. Society 



Sohei la ; Sayf ried r Christoph 
n Ajnsterdani, Christoph 

Resear :h . Mar ok KGaA, DatTi-: t a ::z . 



4684-46^2 




Systematic structural modi float ions of [ i indolyl j a L K y L | i pheny L ) piperazines 
led to improved selectivity and affinity within this class of 5-HT1A 
receptor agonists . Entroduct ion of e lect ron-wi t hdrawi ng groups in 
position 5 on the indoLe group raises serotonin transporter affinity, and 
) group proved to be the best substituent here. 5-FLuo.ro. .and 
substituted indoLes show comp.ar.abLe results in in vitro and in 
:s, and bioisosterism between these substituents was supported by 



5--! 



,■.-,.[ hi 



■uppr. 



. i ng . 



- I 4 - [ 4 - ( 5-Cyano-3-indoLy L ) but y L | -1-p iperaz iny L | -2 -benzof ur.a near "amide 

ive S-HT1A 

receptor agonist [GTPyS, ED50 = l.l nM] with subnanoraolar 5-HT1A 
affinity (ICSO = 0.2 nM] and as a subnanomolar S-HT re-uptake inhibitor 
[RUI = 0.5 nM] snowing a great selectivity to other GPCRs (e.g., D2, ICSO 
= 666 nM) . I is a promising candidate for further investigation in the 
treatment of mood disorders (no data). 
1 63521-1 9-5P 

RL : RCT (Reactant); SPN (Synthetic preparation!; PREP (Preparation); RACJ 

(Reactant or reagent) 

(preparation of (benzof uranyl ) ( ( indolyl ) alkyl Ipiperazine derivs. using 
[ [ ( indolyl ) alkyl ] piperazinyl ] benzof urancarbony lie acid as synthetic 



163521-09- 



:ic preparati< 



PREP (Preparati< 



[[( indolyl ) butyl ] piperazinyl ] benzof urancarboxylic acid ester as 

■J65935-98-6P 1 65936-02-5P 1 65936-03-6P 
765936-04-7P 7 65936-05-8P 7 65936-06-9P 
■7 65936-09-2P 

RL : PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation) 

(preparation of [ [ (benzof uranyl ) piperazinyl ] butyl 1 Lndolecarbonitri le deri vat i' 

and study of its activity as S-HT1A receptor agonist 



163521-12-! 



163521-08-2P, Vilazodone hydrochlor ide 

RL: PAC (Pharmacological activity); SPN (Synthetic preparatii 

(Biological study); PREP (Preparation) 

(preparation of | | (cyanoindolyl ) butyl ] piperaz iny 1 | benzof ui 
derivative and study of its activity as 5-HT1A receptor a< 
serotonin re-uptake inhibitor) 

•765935-7 7 -IP 765935-79-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparatii 
(Biological study) ; 



(prepaj 



;tudy of i 



I I i 



ityl Ipipei 



a g on 



gLcal activity) ; SPN lEyntr.etic preparation!; BIOL 
PREP (Preparation) 
( ( ( indolyl ) butyl | pip.er a z i ny i | ben zof ur a near box am ide der i vat i'- 
activity as S-HT1A receptor agonist and serotonin 



7 65935-80-6P 

(Biological study 
(preparation o 
and study of il 

1 63521-1 9-5P 

RL: RCT (Reactant); SPN (Synthetic preparationj ; PREP (Preparation); RAt 

(Reactant or reagent) 

(preparation of ( benzof ur any I ) | ( indoly i ) a 1 Ky 1 | pdjoer a z i ne derivs. usii 
[ [ (indolyl) alkyL ] piper a z i ny i | ben zof ur a near bo>cy i ic acid as synthetic 



S- [4- (4-(S-cyano-lH-indol-3-yl) butyl] - 



163S21-19-S HCAPLUS 
2 -Benzof urancarboxylic 
piperazinyl I- (ca index name 



par" 
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AN 2004:641080 HCAPLUS 
DN 141:295978 

TI Indolebutylamines as Selective S-HT1A Agonists 

AU Hainrieh, Timo; Boettcher, Hennlng; Bartoszyk. Sard D. 

; Grelner, Hartmut E.; Sayfriad. Christoph A.; van 

Aiiot aidam. Christoph 

CS Preclinical Pharmaceutical Research, March KGaA, Darmstadt, 

SO Journal of Medicinal Chemistry (2004), 47(19), 4677-4683 

CODEN: JMCMAR ; ISSN: 0022-2623 

PB American Chemical Society 

DT Journal 

LA English 

OS CASREACT 141:295978 
GI 



1 1M. ■ 




L48 ANSWER 7 OF 21 HCAPLUS COPYRIGHT 2009 ACS on STN (Continued) 
preparation); BIOL (Biological study); PREP (Preparation) 

(prepn., S-HT1A and dopamine receptor affinity, and structure-activity 
relationship of indoLebutyLatnine derivs.) 
KN 163521-03-7 HCAPLUS 

CN lH-Indole, 3- (4- ( 4 — < 2 , 3-dihydro-S-benzof uranyl ] -1-piperazinyl ] butyl ] -5- 
methony- (CA INDEX NAME) 
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AB A series of 1- ( 4 - ! indo 1 -3 -y 1 i but y 1 | -4 -ar y Ip iperaz i nes , e.g., I, was prepared 
to identify highly selective and potent S-HT1A agonists as potential 
Pharmacol, tools in studies of mood disorders. The combination of 
structural elements ( i ndo le- a 1 Ky 1-amrne and ary 1 -p iperaz ine) Known to 

subst ituent s on t Ire r ndO' le and ar y 1 mo ret res led to compds . with high 
receptor specificity and affinity. In y.- ar t icu 1 ar . t he i nt roduct ion of the 
Me ether or the unsubst it uted car bo:: ami de as s ubst ituent s in posit ion 5 of 
the indole guaranteed serotonergic 5-HT1A affinity compared to the 
unsubst it uted analog. Para-substituted ary lp> ip^eraz i nes decreased 
dopaminergic D2 binding and increased selectivity for the 5-HT1A receptor. 
Agonistic 5-HT1A receptor activity was confirmed in vivo in the ultrasonic 

carboKamide residue led to better Cioavai labi 1 ity than the corresponding 
Me ether . 3-j 4- | 4- ( 4-Carbamoylpheny 1 i piperazin-l-y 1 ] butyl (-lH-indole-5- 
carbcoi amide was identified as a highly selective 5-HT1A receptor agonist 
(GTPyS, ED50 = 4.7 nM] with nanomolar 5-HT1A affinity |IC50 = 0.9 
nM] and selectivity (D2. ICSO > 8.50 nM| . I was one of the most potent and 
selective S-HT1A agonists Known [S-HT1A, ICSO =0.09 nM; D2, IC50 = 140 
nM] . 

IT 163521-03-7P 765272-99-9P 

RL : PAC (Pharmacological activity); PP.P < Proper t res ) ; Sp:: 5y;-.t i.e: r :■ 
preparation); BIOL (Biological study); PREP (Preparation) 

(preparation, 5-HT1A and dopamine receptor affinity, and structure-activity 
relationship of i ndolebuty laraine derivs.) 
IT 765273-14-1 

RL : RCT (Reactant); PACT ! Reactant or reagent) 

(preparation, S-HT1A and dopamine receptor affinity, and structure-activity 
relationship of indole!: ut y lamr he :ei tvs . 
IT 765272-76-2P 

RL : RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation, S-HT1A and dopamine receptor affinity, and structure-activity 

IT 163521-03-7P 

RL : PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
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l STN (Conti: 



20 



:5258i 



TI Preparation of p Lper.az L nylet hyl Lndo Lecarbonitr i les as serotonin reuptake 

IN Hainrieh, Timo; Boettcher, Henning; Schiamann, Kai; 

Hoelzemann, Guenter; van Amsterdam, Christoph; Bartoszyk, 
Gard; Laibrock, Joachim; Sayfriad, Christoph 

SO Ger. Of fen., 23 pp. 

CODEN : GWXXBX 
DT Patent 
LA German 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 

PI DE 10259244 Al 20040701 2 0 0 2DE-1 0 0 05 9 2 4 4 2 0021217 <— 

CA 2510169 Al 20040701 2 0 03CA-Q0251 0169 20031127 <— 

WO — 2004054972 Al 20040701 2 0 Q3WO-EPQ 0 13374 20031127 <— 

RW: BW, GH, GM, KE, LS, MW, MZ, SD, SL, EE, TZ, UG, ZM, ZW, AM, AZ, 

BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, EE, 

ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, EE, SI, SK, 

TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, HE, SW, TD, TC 

AU— 200329B145 Al 20040709 2 0 03AU-00Q29B1 45 20031127 <— 

EP 15 726 46 Al 20050914 2 0 03EP-0 0 0 795 E 4 E 20031127 <— 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, SK 

BR— 2 0 03017422 A 2005110E 2 0 03BR-0 0 0 0 1 74 2 2 20031127 <— 

CN 1729173 A 2006020 1 2 0 0 3CN-0 8 0 1 06 )3 ) 2003 1 12 ) <-- 

JP — 2006511522 T 20060406 2 0 0 4 JP-0 0 055 9 72 7 20031127 <— 

MX — 200S00638S A 20050329 2 0 0 5MX-0 0 0 0 06385 20050614 <— 

US-20060122191 Al 2 0 06 06 OS 2 0 0 5US-0 0 0539S16 200S0617 <— 

ZA— 2 0 05 0 056 S 4 A 2uu6u426 2 0 0 5 = A-u u u u u 56 2 4 20050)14 <-- 

PRAI 2002DE-100059244 A 2002121) <— 

2003WO-EP00133 )4 W 2003112) <-- 
OS MARPAT 141:89110 
SI 



714953-92-1P 



(preparation of pL":a:a::::y_a".""_L" :;: .aoaiDonitrih 
714953-92-1 HCAPLUS 

2-Benzofurancarboxamide, 5- [ 4- [ 2- (5-cyano-lH-indol-3-y 1 ) ethy 
piperazinyl]-, hydrochloride (1:1) (CA INDEX NAME) 



rotonin rein: :af.a 




Title compds. (I; Rll, Rill = H, cyano, hale 
OH, OA, NH2 , NHA, NA2 ; A = ( f luoro-subst itut 
interrupted by 0, S, CH:CH; Ar = (partially 
(substituted) mono- or polyoyolio carbo- or 
prepared Thus, 3- ( 2-chloroeth-l-yl [ -IH-indc 
given) , 1- ( 2, 3-dihydrobenzo i 1, 4 ) -dioxin-S-yl 
ethyldiisopropylamine, and N-methylpyrrolidi 
} 3- [2- [4-(2, 3-dihydrobe 



A, OA, OH, COR 2, CH2R2; R2 : 
id) alKyl optionally 
>r completely saturated) 
leterocyclyl ; n = 0-4], were 
.e-S-carbonitrile (preparat ioi 

lone were heated together at 



i-i-yi: 



yllpipei 
SSRI, S-HT1A, 
resp. 
714953-92-1P 

RL : PAC (Pharmaooli 
(Therapeutic use) ; 



tnyi 



in ■ 



. S-HT1B reoepto: 



L48 ANSWER 9 OF 21 HCAPLUS COPYRIGHT 2009 ACS on STN 
AM 2004:346288 HCAPLUS 
DN 141:88987 

TI A new synthesis of indole S-carboxylic acids and 

le-S-carboxylic acids in the preparati' 



AU Hainrieh, Timo; Boettche] 
CS Preclinical Pharmaceutic: 
64293, Germany 



SO 



. Chemistry Letti 



CODEN : BMCLE8; ISSN: 0960-894X 
PB Elsevier Science B.V. 
DT Journal 
LA English 
OS CASREACT 141:88987 
GI 



(2004), 14(10 




L48 ANSWER 9 OF 21 HCAPLUS COPYRIGHT 2009 ACS on STN (Continued) 
2, 5-dicarboxy-6 -hydroxy- lH-indoLe-3 -but anoate from 
I | car bony (ethoxycarbonyL) pentyLidene] hydrazino] (hydroxy) ben z oat e 



PREP (Preparation) ; PACT 



RN 7149S0-88-6 HCAPLUS 

CH 2-Benzof urancarboxamide, S- (4- (4- (S-cyano-6- [ (methyl sulfonyl ) oxy ] -IH-indol- 
3-yl]butyl|-l-piperazi.nyL| - (CA INDEX NAME J 



'XI 




AB 



;tabolite of trie potentLaL 
i -hydroxy- IH-indol 



vLLazodone formed i 



ityl ] -1-piperazinyl 1 -2- 

LesLs of carmoxirole was adapted using 
.er-indoLe synthesLs protocols. The reaction of 
icLd with 2-oxocycL0'he::anecarb:o:y L Lc El- 
ester gave 4 - | | 5-carboxy-l- ( et ho:-: year bony L i pent y L Ldene | hydraz r no] -2- 

iii i ■ ■ ■ .1 ■■Hi—.." », hydroxy . ■ nv ■<! hoxycar bony L j III Lndo! ■ : : ■■' ... . 

( III ) and its 4 -hydroxy isomer . 5 -car boxy-4 -hydroxy- 2- ( met h ox year bony 1 ) -1H- 
Lndole-3-butanoLc acid . Funct LonaL group Lnterconver s ion of carboKylic 
acid via carboxamide into cyanide was performed for III. The synthesis of 
carmoxirole (i.e., 3- ( 4- (3, 6-d ihydro-4 -pheny 1-1 ( 2H ) -pyr idiny 1 ) butyl] -1H- 
indole-5-carboxy Lie -acid| was aLso reported using this 
Japp-Klingemann-type Fi scher-indo Le synthesis protocoL . 
IT 714950-88-6P 

RL: RCT (Reactant); SPN ( Synthet ic preparat ion ) ; PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation of vilazodone metabolite via Japp-Klingemann-type Fischer 
indole synthesis of 2. 5-d Lear boxy-6 -hydroxy- 1 H- L ndole-3-butanoate from 
( (car boxy ! et ho x year bony L j pent y L Ldene | hydraz Lno i ■: hydroxy) b 



163521-12-8DP, Vilazodone, metabol: 
RL: SPN (Synthetic preparation); PI 
i preparat L on of v L L azodone met at 
indo Le synthesis o f 2 . 5 -■:[ Lear bo: 
I | ear boxy i et lie xycar bony L ) p^eiit y L : 



e via Japp-Klingemann-type Fischer 
hydroxy-lH-indole-3-butanoate from 
■ | hydr az ino ; ■ hy :!: : xy 



IT 714 950-70-6P. 5 - | 4 - ( 4- ( 5-Cyano-6-hydroxy-lH-indol-3-y 1 ) buty 1 ] -1- 
Japp-Kl ingemann-type Fischer indole synthesis of 
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Van Amsterdam, Christoph; Bartoszyk, 
Seyfried, Chr±3toph 
Marck Patent G.m.b.H., GetiiLiiiy 
PCT Int . Appl . , 104 pp. 
CODEN: PIXXD2 
Patent 
German 
J. CNT 1 

PATENT NO. KIND DATE 



WO— 10 I 



:oo3wo-epooo 3 a 06 



DATE 

200204: 



KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, 
MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, 
GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, EE, SI, SK, TR, 



DE 1021 7006 

CA 2482655 

AU— 2003224064 
EP 149 72 79 



20031106 
2uu31ulJ 
2uu31ul > 
20050119 



2002DE-100017006 
2uu3CA-uul4£:655 
2uu3AU-uuu::4u64 
2uu3EP-uuu 720455 



20020416 ■ 
20030411 ■ 
20030411 ■ 
20030411 ■ 



IS— 201 



AT, BE, CH, DE, DK, ES, FR, 



u 5 5 1 3 2 1 1 



15 i~r, 



US-20090054459 
PRAI 2002DE-100017006 
2003WO-EP0003B06 
2004US-000S111SS 
OS MARPAT 139:337888 
GI 



20020416 
2uu3u411 
20041014 



GB, GR, IT, LI, LU, NL, SE, MC, PT, 

CY, AL, TR, BG, CZ, EE, HU, SK 

2uu3JP-uuu5ii4u41 2uu3u411 ■ 

2004US-000511155 20041014 ■ 

2008US-000245416 20081003 ■ 



on STN (Continued) 
le; E and G together form 
X2 = definition as given 



e-3-c; 



;efuL i 



and as 5-HT reuptake inhibitors. 
615569-38-5P 615569-40-9P 615569- 
615569-77-2P 

RL: PAC (Pharmacological activit; 
(Therapeutic use) ; BIOL (Biologi< 



.1 study) . 



PREP 



(target compound; preparation of indole-3-carbonitr i les as e; 
acid antagonists for the treatment of neurodegenerative dise; 
615569-38-5P 

(Uses) 

(target compound; preparation of indol e-3-cai tonitr i les as e; 
acid antagonists for the treatment of neurodegenerative dise; 
615569-38-5 HCAPLUS 

2-Benzof urancarbosamide , 5- (4- ( 3- ( 3-cyano-lH-indol-6-y 1 ) propyl ) - 
piperazinyl]- (CA INDEX NAME) 



USES 
■xcitatory araini 




RE . CNT 4 




H 



AB Title compds. I [Rl = H, A, S02A; A = alKyl, alKoxyalKyl; D-E = R2C=CR4, 
R2R3C-CR4RS ; R2, R3, R4, RS = H, A, cycloalKyl, etc.; XI = (CHR7)g, 
(CHR7) h-Q-(CHR8) k; Q = 0, S, NR6 , etc.; R6 = H, A, cycloalKyl; R7, R8, R12 
= definition as given for R2-RS ; g = 1-6; h, K = 0-6; p = 0-3; E = H, A, 



Heike; Bartels, 
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2002 : 977808 HCAPLUS 
138 : 44671 

Polymorphic forms of 1- ' 4- (S-cyanoindol-3-yl ) but y 1-4- ( 2- 

carbamoylbenzof uran-S-yl ) piperazine hydrochloride 

Bathe, Andreas; Helfert, Bernd; Neuenfeld, Steffen; Kniel, 

Matthias; Rudolph, Susanne; Boettcher, Henning 

Marck Patent G.m.b.H., Germany 

PCT Int . Appl ., 103 pp. 
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163521-08-2P 4-891--91-8P 

RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic i 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of polymorphic forms of 

(cyanoindolyl) butylcarbaraoyLbenzof uranylpiperazine hydrochloride) 
478917-86-ir 

PL: PRP (Properties) ; SPN (Synthetic preparation) ; PREP (Preparation; 
(preparation of polymorphic forms of 

(cyanoindolyl) but ylcarbamoylbenzof uranylpiperazine hydrochloride) 
478917-86-1 HCAPLUS 

2-Benzof urancarboKamide, S- (4- (4-(5-cyano-lH-indol-3-yl ) butyl 1-1- 
piperazinyl | -, compd. with 2-propanone (1:7) (CA INDEX NAME) 

CM 1 




of l-[4-(S-c] 



I -4-(2-ci 



s of the hydrochloride 
-benzofuran-5-yl)- 

.1 II (5-cyanoindol i-yl ) butyl ] i ■ . : ■ • 

and amorphous 1- ( 4- ( 5-cyano indo L -3-y 1 ) butyl ] -4- ( 2-carbamoy 1 -ben z of uran-S- 
yl ) piperaz i ne-HCl (I) which are suitable in particular for the preparation oi 
solid pharmaceuticals for the treatment or prevention of depressive 
disorders, anxiety disorders, bipolar disorders, mania, dementia, 
substance-relate:! disorders, sexual dysfunctions, eating disorders, 
obesity, fibromyalgia, sleeping disorders, psychiatric disorders, cerebral 
infarction, tension, for the therapy of side-effects in the treatment of 
hypogonadism, secondar y amenorrhea, premenstrual syndrome and undesired 



RE. CNT 3 THERE ARE 3 CITED 



FOR THIS RECORD 



ALL CITATI ;:::.= AVAILABLE IN THE RE FORMAT 



-3-yl; 



478917-86-1P 478917-87-2P 

478917-89-4P 478917-90-7P 

478917-93-0P 478917-94-1P 

478917-96-3P 478917-97-4P 



.(2-, 



I78917-88-3P 
I78917-92-9P 
78917-95-2P 



loylbenzof uran-5-yl ) piperaz: 
1 was dried at 85-90° to 
. properties . 



:\y :;~ : -:\. : : i :;e 
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teller, Henning; Van 
ed; Bartoszyk, Sard 



zof uran-2-carboxamides as 5-HT1A agonlsl 
am, Christoph; 



coden: Gwy.y.e,:-: 

DT Patent 
LA German 
FAN.CNT 1 

PATENT NO. 



[■■HMD 



DATE 



application . 



"All 



DE 10112151 Al 20020919 2 0 Q1DE-100012151 20010314 - 
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AU— 2002302371 Al 2002 1028 2 0 0 2 Air-0 0 0 3 0 2 3 71 20020227 - 

EP 1368346 Al 20031210 2002EP-000 729940 20020227 - 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, EE, MC, PT, 

IE, SI, LT, LV, FI, RO, MK, CY, AL, TR 
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HU— 2003003449 A2 20040128 2 0 03HU-0 0 0 0 034 4 9 20020227 - 

HU— 2 0 0 3 0 03449 A3 20050228 

BR— 2002008040 A 200402 25 2 0 0 2BR-0 0 0 0 0 8 0 4 0 20020227 - 

CN 1494543 A 20040505 2 0 0 2CN-Q 0 0 805813 20020227 . 



P---2uu452 >5i6 
[X — 2003008140 
■E-200500 /5::.>-j 



421 



0 0 2 0 2 2) ■ 
0 03 09 09 • 
0030912 ■ 



IN 200301319 

::uu ILK I I I ■> I 
2002WO EP000209 ) 
MARPAT 137:232676 



25-04-3P 
25-07-6P 
25-10-1P 



24-99-3P 459125-00-9P 



25-05-4P 
25-08-7P 
25-11-2P 



159125-06-5P 
159125-09-8P 
159125-12-3P 



25-2S-1P 459125-29-2P 459125-30-5P 
25-31-6P 

RL : PAC (Pharmacological activity); SPN (Synthetic preparatii 
(Therapeutic use); BIOL (Biological study); PREP (Preparatioi 



163521-19-5 

RL: RCT (Reactant); RACT (Reactant or reagent;. 
459124-98-2P 

(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of piperaz i ny 1 ben zof in incsi a riii des as 5-HT1A agonists an( 
5-HT reuptake inhibitors) 
459124-98-2 HCAPLUS 

2- Benzof urancarboxamide, N— ( 2— amino— 2— oxoethy 1 ) -5- ( 4- ( 4- ( 5-cyano-lH-indol- 

3- yl)butyl|-l-piperazinyl] - (CA INDEX NAME) 



~ NH CH 2 C— NH2 




AB Title compds. [I; R = H, OH, OA, cyano, halo, CH2R3 ; Rl = ( A-subst ituted ) 
cycloalkyl, (branched) (substituted) (0-, S-, CH:CH-, 

C.tplbond.C-interrupted) alkyl; R2 = H, A, Rl ; or NR1R2 = 3-7 membered 
saturated (substituted) heterocyclyl ; R3 = OH, OA, N(R4)2; R4 = H, A; A = 
(branched) (f luorinated) (0-, S-, CH : CH- interrupted ) Cl-6 alkyl; n = 2-S) 
and salts thereof were prepared as S-HT1A agonists and S-HT reuptake 
inhibitors (no data) . Thus, a mixture of 200 mg 

S- [ 4- ( 4- [S-cyano-lH-indol-3-yl ] butyl ) piperaz in-l-yl ) ben zof uran-2- 
carboxylic acid, SO mg NH2CH2CONH2 . HC1 , 

N— ( 3 -dimethyl ami nopropyl ) — N ' -ethylcarbodiimide hydrochloride (EDC) , and 
hydroxybenzotriazole hydrate (HOBT) in DMF was stirred for 18 h at room 
temperature to give 2- (S- [ 4- ( 4- [S-cyano-lH-indol-3-yl ) butyl )piperazin-l- 
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136:380124 

Veterinary use of combined S-HTla agonists and serotonin reuptake 
inhibitors for the treatment of traumatic and compulsive 

Bartoszyk. Gord 
Marck Patent Gmbh, Germany 
PCT Int . Appl . , 20 pp. 
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Patent 
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DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, 

IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 

MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PH, PL, 




US, UZ, VN, YU, ZA, ZW 



tz, ug, be. 



AT, BE, CH, DE, DK, 



lu, nl, se, mc, . 



i e 



El . 



::uu i u i SM-j 
HU — 20030027S1 
HU — 20030027S1 
JP — 2004513924 

CN 1222291 

AU--2002215027 

RU 2288719 

ES 2296820 

MX — 2003004166 
NO — 2003002148 
US-20040082S94 



IM- 



-200300745 



20030902 
20uJl] 2 8 
200 (0623 
2 0 0 4 0513 
20051012 
20061005 
2006 L210 
2 0 0 8 05 0 1 
2 0 030922 
20030513 
2 0040429 
20050204 
20040913 
2 0 060707 
20001114 



01ES-1 



02 1502 5 
0115 4 31 
0983555 
0004166 



20031-lv-O 
2003HO-0 
2003US-0 
2QQ3IN-QI 
2003SA-000004606 
2004HK-000103692 



04165 ^3 



200110 
200110 
200110 
200305 
200305 
200305 



i phys: 



;epta 



(2-cai 
■reof , 



,oyl- 



,-S-yl) 



Taz in-l-yl ) -butyl] -lH-indole-5-carl 
or a physiol. acceptable salt thereof, for the manufacture of a 
use in veterinary medicine for the treatment or prophylaxis of 
self-directed 
compulsive 
163521-08-2 163521-12-8 

RL : PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(veterinary use of combined 5-HTla agonists and serotonin reuptake 

inhibitors for treatment of traumatic and compul: 



ivity) ; THU (Therapeutic use); BIOL 



IT 163521-08-2 



163521-08-2 

2-Benzofurancarboxamide, 5- [ 4- [ 4- ( S-cyano-lH-indol-3-y 1 ) butyl ] -1- 
piperazinyl] -, hydrochloride (1:1) (CA INDEX NAME) 
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CODEN: PIXXD2 

DT Patent 

LA English 

FAN.CNT 1 

PATENT NO. 



[■■HMD 



DATE 



application . 



DATE 



PI WO— 2002 03 9989 Al 20020523 2001WO-EP0012686 20011102 - 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 

DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, EE, TR, BF, 

BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, EN, TD, TG 

CA 2429216 Al 20020523 2 0 0 1CA-0 0 2 4 2 92 16 20011102 - 

AU— 2002021803 A 20020527 2 0 0 2AU-0 0 0 0 21 803 20011102 - 

EP 1335 716 Al 20030820 2 0 0 1EP-0 0 0 9 9636 8 20011102 - 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, EE, MC, PT, 

IE, SI, LT, LV, FI, RO, MK, CY, AL, TR 

BR — 2001015434 A 20031007 2 0 0 1BR-0 0 0 0 15 4 3 4 20011102 - 

JP— 2004513916 T 20040513 2 0 0 2 JP-0 0 05 4 236 4 20011102 - 

HU— 2004000504 A2 20040628 2 0 0 4HU-0 0 0 0 0 05 0 4 20011102 - 

HU— 2004000504 A3 20060228 

CN 1541093 A 2004102; 2 0 0 1CN-0 0 0 8 1 9 1 1 1 20011102 < 

AU— 2002221803 B2 200)0215 2 0 0 2AU-0 0 0 2 2 1 803 20011102 - 

RO 2302243 C2 200 )0 ) 10 2 0 0 3 F.U-uuu 1 16 8 9 3 200 1 1 102 - 

MX — 2003004341 A 20030819 2 0 03MX-Q 0 0 0 0 434 1 20030516 . 

2uu3NO-uuuuu2248 2uu3u51^ < 

2uu3US-uuu432u4 ) 2uu3u51r; < 



2 0 0 9 i 



■ 0317 



u 778 



!0 (004 iS / 
> 000 L2S40! 
j E'.Puu !::■>;;■ 



2 u u . 




:2"f CH 2-]-CH2 



OF 21 HCAPLUS COPYRIGHT 2009 ACS on STN (Continuf 

RL: PAC (Pharmacological activity); THU (Ilierapeutic use); BIOL 
(Biological study); USES (Uses) 

(combined 5-HTla agonists and selective serotonin reuptake in! 

163521-08-2 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(combined 5-HTla agonists and selective serotonin reuptaK.^ in! 



63521-08-2 

-Benzofurancarbosamide, 5- [ 4- [ 4- ( S-cyano-lH-indol-3-y 1 ) buty 1 ] -1- 
■ iperazinyl]-, hydrochloride (1:1) (CA INDEX NAME) 




RE.CNT 13 



AB The present invention relates to the use of compds. being combined 

selective serotonin (S-HT) reuptake inhibitors (SSRIs) and S-HT1A receptor 
agonists, in particular of I or a physiol. acceptable salt thereof or 
3- [ 4- [ 4- ( 4-cyanophenyl ) piperazin-l-yl ) butyl ] -IH-indole-S-carbonitrile or a 
physiol. acceptable salt thereof, for the manufacture of a medicament for the 

there is hyper-sensitization to painful signals, hyperalgesia, allodynia, 
enhanced pain perception, and enhanced memory of pain, as well as for the 
treatment of irritable bowel syndrome (IBS). I-HC1 reduced writhing in 
mice at 30 mg/kg orally by 82% in pain-relieving acute analgetic property 

IT 163521-08-2 163521-12-8 



L48 ANSWER IS OF 21 HCAPLUS COPYRIGHT 2009 ACS on STN 
AN 2002:293443 HCAPLUS 
DN 136:319370 

TI Use of defined substances that bind to the sigma receptor for combating 

I M Van anotsrdam. CViriatoph 

PA March Patent Gmbh, Germany 
SO PCT Int. Appl., 36 pp. 

CODEN: PIXXD2 
DT Patent 
LA German 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 

PI WO — 2002030422 Al 20020418 2 0 0 1WO-EP0Q1 1 71 0 20011011 <- 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 

CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, 

GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 

LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PH, PL, 

PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, 
US, UZ, VN, YU, ZA, zw 

RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ , UG, ZW, AT, BE, CH, CY, 

DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, BF, 

BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 

DE 10 OS 0 236 Al 2002042S 2000DE-1000S0236 20001011 <- 

AU — 2002010527 A 20020422 2 002AU-00001 0S27 20011011 <- 

PRAI 2000DE-1000S0236 A 20001011 < — 

2001WO-EP0011710 W 20011011 < — 

3- ( 4- ( 4-phenyl-l, 2-3, 6-tetrahydro-l-pyr idyl ) butyl 1 indole-S-ol, 

1- ( 2- (bis ( 4-f Luoropheny L i met ho::y i ethyL! -4- i 3 -p li-=ti; L -propyl ) piperazine, 

1- ( 4-hydroxyp>lietiyL )-2-(4-benzyl-l-pip'erLdLnyl) pro pa no L . 



i i.".) 



(S-f lu. 



:idyLj 
ridyl) . 



-indoly L i butyl ) - 1 -p iperaz i ny L i -2 H- 1 -benzopyrane-2 -one 
(5S)-(-)-5-(4-( 4-aminobenzyL i -1 -piper idy Line thy 1 ] -3- ( 4- 

ethylphenyl) oxazolidine-2-one, 6-3- [ 4- ( 2 , 4-di f luorobenz y L j - 1 -p iper idy L | - 
oxoprop.yl-2 . 3 -d i hydrobenzo::azo Le-2 -one . 

3 - ( 4 - ( 3 - ! 4-Fluoropjheny L-hydro::ymet hy L ) piper ido-l-yl i butyl i -5-indoLe- 
carbonitrile, 2- ( 4- [ 3- ( SH-diCenz [ C, f ] azepine-S-yl ) propyl | -1- 
piperazinyl ) ethanol, 1- I 2- (3, 4-dimet hoxypheny L i ethyLl -4- (3- 
p heny Lpr opy L i p iperaz ine. (5S)-!-j-5-< 4 -benz y L - 1 -p iper idy Line thy 1 ) -3- ( 4- 
chLoropheny L j o;:azoL idine-2-one, 6-3- ( 4- < 4 -f L uorobenz yL j -1 -piper idyl ] -2- 
met hy Lpropionyi-2 . 3 -d i hydrobenzo:-:azo Le-2 — ?ne . 

(1R, 2S)-( + )-4-(3-( 4-benzyl-piperidino-l-yL j -1 -hydroxy-2 -met hy L - 
propyl ) phenol, (E) -4- (3- ( 4-benz y L-p iper idino-l-yl ) -2-methyl- 
propenyljphenol, 3-(4-(4-(2, 1. 3-benzot hiadiazo Le-5 -y L i -1- 



pipej 



inyl, 



e-5-c. 



L Le 




ropenyl ) -2, 3-dihydrobenzoxazole-2- 
one, 3-(4-trifL uo r ome t liy Lphet"io::yti'.et liy L j :: yr rolidine, 

6-3- | 4- i 4-f Luorobenzy L j -l-p iper idy L | -prop iony L -3 H-benzot h iazole-2-one, 
4- (3- ( 4-f luorobenzy L ) piper Ldino-l-yl | propoxypheno L . 

( 2 - ( 4-methoxy-3-phenet hy Lo::y-pheny L j ethyLl dipropy 1 -amine . 

(IS. 5 P j -3-(2-(2-adamantyl j ethyl) -1, 8, 8-tr imethy 1-3- 

azabicyclo 13 . 2 . 1] octane, 6-3- [4- (2, 4-dif luorobenzy 1 ) piper idino-l- 
yl I prop iony l-3H-benzot h iazole-2— one, 

1-1- ( 2 - ! 4-f Luoro— pheny L i ethyLl piper Ldino-4-yL i ndane-l-ol , 

1- I 2- ( 4-f luoro-phenyL i ethyl | -4- ( naphthal ino-2-sulf inyl ) piperidine, 

1- ( indole-4-yl ) -4- | 4- ( 4-f L uoropheny L i but y L | p iperaz ine . 
3- ( 4- ( 2- ( 2-phenyl-ethyl ) -1-piperidy L i -1-butyl ) LndoLe, 

2- | 4- ( 4- ( 3-indo L y L ) but y L j - 1 -p iperaz l liy L [ i: e:\ z : :\ l " r l _ e . e~ :■ . . : r " :".e 
cor responding ac ids . bases , or salts, which may be used as 
T-reo'eptor L igands for treating caro 1 l no ma : r ■ ar :■ : ::a . 
411242-85-8 



(substances that bind to sigma receptor for combating 
411242-85-8 

RL : PAC (PharmacoLogicaL activity); THU ; T:\er a;: e .;- i r .;;e 
(Biological study); USES (Uses) 

(substances that bind to sigma receptor for combating 

carcinoma) 
411242-85-8 HCAPLUS 

2 -Benz of urancarboxamide, S- [4- [3- ( 5 -cyano-lH-indol-3-yl ) propyl 
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Drug Metabolism and Disposition (2001), 29(7), 1042-1050 
CODEN: DMDSAI; ISSN: 0090-9556 

American Society for Pharmaoo logy El::;: er t::.e:tt a _ 

Journal 

The in vivo metabolism of EMD68843, EMD96785, and EMD12813Q was compared i 
fresh and ct yopteset ved hepatocyte iCPH) suspensions and microsomes from 
rat. dog, monkey, and Human Livers and in fresh human and rat hepatocyte 

hydrolysis, N-deallty lat ion ) and naif by phase 2 metabolism (mostly 



I glyci 
and 2 ] 



.ch compound 



.til NADPH only) produced most of tne pnase 1 but no ;::tase 1 
itabolism by CPHs was the same as that by fresh liepatocyte 
.screte species differences in metabolism were detected in CPHs 
Tne cyt cell tome P 450 and q 1 ucu tones y L S-t tans f erase 
; of CPHs did not account for tne species differences in tne 
percentage of pnase 1 and 2 metabolites or the rate of disappearance of 
the parent compds . in tnese ceLLs. Tnese data snow a good correlation 
between major metabolites formed in vivo and in vitro. CPHs and GICs, 
unlilte microsomes, carried out seguentiai pnase 1 and 2 metabolism Eacti in 
vitro system has its own advantages; however, for snort-term metabolism 
studies CPHs may be mote useful, since tney are reaolily available, easier 
and guicltei to. prepare tnan GICs, and nave more comprenens i ve enzyme systems 

364064-12-0 364064-14-2 364064-15-3 
364070-35-9 364070-36-0 

RL : BPR (Biological process); BSLT (Biological study, unclassified V.7V. 
(Metabolic formation) ; BEOL i B io log ica 1 stuoly) ; FOriM [Formation, 
nonpreparative); PROC (Process) 

(in vivo vs. in vitro metabolism of EMD 68843 in rats. dogs, montteys. and 

humans by ctyoptesetved nepatocytes , mictosomes , and 

co 1 lagen-gel-immobi 1 ite.l nepatoevte cul t utes as ■iletetmined by format 
364064-12-0 

RL: BPR (Biological process); BSU (Biological study, unclassified); MFM 

(Metabolic formation); BIOL (Biological study); FORK (Formation, 

nonpreparative); PROC (Process) 

(in vivo vs. in vitro metabolism of EMD 68843 in rats, dogs, monkeys, and 
humans by cryopreserved nepatocytes, microsomes, and 
collagen-gel-lmmoblllzed hepatocyte cultures as determined by format 

364064-12-0 HCAPLUS 

2-Benzof urancarboxy lie acid, S- ( 4- i 4- (S-cyano-2, 3-dinydro-lH-indol-3- 
yl) butyl] -1-piperazinyl] -2, 3-dihydro- (CA INDEX NAME) 



of) 



of) 



-O 
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HCAPLUS COPYRIGHT 2009 ACS t 
2001:164199 HCAPLUS 
135:441 

Systemic EMD 68843 injections reduce anxiety 1 

let at tt/.et.t z zz ?jy :t : _: ty. "_"t. t vet ■ 1 1 y of Ai ber t a , 
414(2/3 



tne shocK-probe, but not 
Edmonton, AB, T6G 2E9, 



t Science B.V. 

Selective serotonin (5-hydroxytryptamine; S-HT) reuptake i 
5-HT1A receptor agonists are believed to reduce anxiety. In the present 
study we examined the effects of injections of 

5-)4-[4-(5-cyano-3-indolyl)-butyl] -1-piperazinyl )■ -benzof uran-2-carbo:-:amid( 
hydrochloride (EMD 68843), a 5-HT1A receptor agonist and selective 5-HT 



:t;i: - a. 



libito: 



.ved i 



:ije 



i of i 



■ty, pli 



(2.5 



mg/kg) , or EMD 68843 (10, 20, or 40 mg/Kg) 1 h prior to testing. Diazepam 
at the single dose tested and EMD 68843 dose-dependent ly (significantly at 
20 and 40 mg/kg) reduced burying in shocK-probe. However, only diazepam 
significantly increased open arm exploration in the plus-maze. Therefore, 
EMD 68843 has task specific anxiolytic properties. 
163521-12-8, EMD 68843 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 



: -probe, but not 



(systemic EMD 68843 injections reduce anxiety : 
plus-maze test) 
163521-12-8, EMD 68843 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 

(systemic EMD 68843 injections reduce anxiety in shoclt-pr obe, but not 
plus-maze test) 
163521-12-8 HCAPLUS 

2-Benzof ur ancar boxaifii de, 5- | 4- | 4- ( 5-cyano- 1 H-i ndol-3-y 1 ) butyl ] -1- 
piperazinyll - (CA INDEX NAME) 



par 
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AN 2000:861478 HCAPLUS 
DN 134:32976 

TI Novel use of cyanoindolylbutyl (carbamoylbenzof uranyl ) -piperazine and its 
physiologically acceptable salts for treatment of anxiety and related 

IN Bartoazyk, Sard; Sayfriad. Chriatoph; Van 

Amsterdam. Chriatoph; Eottchor , Honning; Seaman, Ewen 

PA Marck Patent G.m.b.H., Germany 

SO PCT Int. Appl., 37 pp. 
CODEN: PIXXD2 

DT Patent 

LA English 

FAN. CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 

PI WO— 2000072832 A2 20001207 2 0 00WO-EP0 0 0 43 76 20000S16 . 

WO— 2000072832 A3 20011220 

W: AE, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CU, CZ, 

DE, DK, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, 

JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, MK, 

MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, 

TM, TR, TT, UA, UG, US, UZ, VN, YU, ZA, ZW 

RW: GH, GM, KE, LS, MW, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, DE, 

DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, CF, 

CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

CA 23 7266 8 Al 2000120 7 2 0 0 OCA-0 0 23 7266 8 20000516 ■ 

CA 2615271 Al 20001207 2 0 0 OCA-0 0 26 1 5 2 7 1 20000S16 • 

EP 1185272 A2 20020313 2000EP-00093S031 20000S16 • 

EP 1185272 Bl 20040407 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

BR— 20000 10948 A 20020423 2 0 0 0 BP.-O 0 0 0 1 0 9 4 8 200005 16 - 

TR 200103361 T2 20020521 2 0 0 1TP.-0 0 0 0 0 3 36 1 200005 16 - 

CN 13616 9 2 A 20020 731 2 0 0 OCM-0 0 0 8 0 8 1 3 5 20000516 ■ 

CN 1198618 C 20050427 

HU— 2002001275 A2 20020828 2 0 0 2HU-0 0 0 0 0 1 2 75 200005 16 

HU — 2002001275 A3 20040428 

JP— 2003500441 T 20030107 2 0 0 0 JP-0 0 06 2 0 9 4 4 20000516 - 

AU 771778 B2 20040401 2 0 0 OAU-0 0 0 05 0663 20000516 - 

AT 26356 4 T 200404 15 2 0 0 0 AT-0 0 0 9 3 5 0 3 1 20000S16 < 

E p 1410800 Al 20040421 2004EP-000001441 20000516 •■■ 

E p 1410800 Bl 20060823 

p T 11852 72 T 2004083 1 2 0 0 0 PT-0 0 0 9 3 5 0 3 1 200005 16 

RU 2237477 C2 20041010 2 0 0 1RU-0 0 0 13334 2 20000516 - 

ES 2219342 T3 20041201 2 0 0 0 ES-0 0 0 9 3 5 0 3 1 20000516 - 

US 6900212 Bl 20050531 2 0 0 1US-0 0 0 9 79922 20000516 - 

CZ 295623 B6 200509 14 2 0 0 1CZ -0 0 0 0 0 4 2 26 200005 16 

CN 1679577 A 20051012 2 0 Q5CN-0 1 0 05 4 4 1 7 200005 16 

AT 337008 T 20060915 2 0 04AT-000001 4 41 20000516 - 

E p 1736158 A2 20061227 2 0 06EP-00001 7231 20000516 - 

E p 1736158 A3 20070103 

R: AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LI, LU, MC, 

ES 2271707 T3 20070416 2004ES-000001441 20000516 - 

IL 146 70 7 A 20070603 2 0 0 0 IL-0 0 0 1 46 70 7 20000516 - 

NO — 2001005746 A 20011126 2 0 0 1MO-0 0 0 0 0 5 746 20011126 - 

N0 322120 Bl 20060814 

MX — 2001012172 A 20020722 2001MX-000012172 2001112? • 

ZA — 2001010485 A 20030630 2 0 01ZA-000010485 20011220 - 

IN 200101351 A 20050311 2 0 0 1 IN-0 0 0 001351 20011221 - 

HK 1048444 Al 20051209 20Q3HK-00010061? 20030123 - 

US-20050113386 Al 20050526 2 0 0 4US-0 0 0 9 9 4 2 26 20041123 - 

US 7371756 B2 20080513 

NO — 2006001562 A 20011126 2 006NO-000001562 20060406 - 

N0 324230 Bl 200 70910 

US-20080119484 Al 20080522 2007US-000946149 20071128 - 

PRAI 1999EP-000109295 A 19990527 < — 

2000CA-002372668 A3 20000516 <— 

2000CN-000808135 A3 20000516 <— 

2000EP-000935031 A3 20000516 <— 
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2000WO-EP00043 76 W 20000S16 <— 

2002US-0009 79922 A3 20020408 <— 

2004US-000994226 A3 20041123 

1- (4-(S-Cyanoindol-3-yl| butyl | -4- ( 2-carbamoy 1-benzof uran-S-y 1 ) -piper; 
(I) or a physiol. acceptable saLt thereof is used for the manufacturt 



.caraent for t 
-types panic dis< 



• witl 



•type ; 



: agoraphobi; 



di: 



tia 



sity. 



For examplt 
acceptable salt, 4 kg lact< 
kg Mg stearate was tablete< 
each tablet comprises 10 m< 
163521-08-2 163521-12-8 
RL: BAC (Biological activit 
study, unclassified); THU i 



tudy) ; USES 



(compns . of cyanoindolylbutyl (carbamoylbenzof uranyl ) -plperazln' 
salts for treatment of anxiety and related disorders) 
163521-08-2 

RL: BAC (Biological activity or effector, except adverse) ; BSU (B 
study, unclassified); THU (Therapeutic use); BIOL (Biological stu. 



(compns 
salts f< 
63521-08-; 



:f tryanoin 



hydrochloi ide 



l(c, 



5-[4-[4-(5-cy t 



piper. 



Ldol-3-yl) butyl] -1- 



0 
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AB The title compds . [I; A, B = H, halo, CM, etc.; X, Y = H, halo, alkyl, 
etc.; Rl = H, alkyl; R2 = H, Me, Et, etc.; R3 = alkyl, alkenyl, 
cycloalkyl, etc.; NR2R3 = II-IV, etc.; R4 = H, alkyl, alkoxyalkyl, etc.; 
RS = H, alkyl, alkoxyalkyl; Z = 0, S, NR6, CR7R8; R6 = H, alkyl, alkenyl, 
etc.; R7 = H, alkyl, heterocyclyl, etc.; R8 = H, Ph, AcO) , selective 
antagonists of the human S-HT2A receptor and therefore useful as 
pharmaceutical agents, especially in the treatment and/or prevention of adverse 
neurol . conditions, including psychotic disorders such as schizophrenia, 
were prepared E.g., a multi-step synthesis of I |A, B, X, Y = H; Rl = H; 
NR2R3 = piperidino] , was given. Prepared compds. I were all found to 
possess a Ki of £ 100 nM for displacement of (3H] -ketanserin from 
the human S-HT2A receptor, when expressed in Chinese hamster ovary (CHO) 
clonal cell lines. 

IT 2212S2-03-7F 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
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AN 1997:177658 HCAPLUS 

DN 126:272161 

OREF 126 :52581a, 52584a 



Rl-ID » 



a 4 i . 



rmacology, Man 
997) , 322(2/3), 



S-HT1A receptor age 
Bartoazyk, Sard D.; Hegenbart, Ra: 
Department of CNS-Research, CNS-P1 
Darmstadt, D-64271, Germany 
European Journal of Pharmacology 
CODEN: EJPHAZ; ISSN: 0014-2999 

The S-HT1A receptor agonist 8-hydi 
(8-OH-DPAT; 0.55 mg/kg s.c.) and t 
reuptake inhibitor/S-HTIA receptor ligand 

5-1 4- [ 4- (S-cyano-3-indolyl ) -butyl ] -1-piperazinyl f-benzof uran-2-carboxamide 
(EMD 68843; 55 mg/kg p.o.) inhibited ultrasonic vocalization in rats, an 
rhich was antagonized by the S-HT1A receptor antagonist 
■ ( 2-methoxyphenyl ) -1-piperazinyl ] -ethyl ) -N- ( 2-pyridyl) - 
cyclohexancarboxamide (WAY 100635; 1.0 mg/kg s.c). 8-OH-DPAT decreased 
body temperature in rats, an effect which was also antagonized by WAY 10063S, 



effect \ 



-if. £■=:■ 



ed body t 
he select 



:e by LtselE . 



;'.igge: 



■ a S-HT1A receptoi 



■eptoi 



o Log !■ 



BIOL (Biological 
(EMD 68843 behavioral effects as 5-HT1A recept. 
188919-57-5 HCAPLUS 
2 -Ben z of urancarbo^aldehyde, 5- 
piperazinyl] - (CA INDEX NAME; 



effector, except adverse); BSU (Biological 

as 5-HT1A receptor agonist) 
effector, except adverse); BSU (Biological 

S-ethynyl-lH-indol-3-yl) butyl 



-O 



r.rn 
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AN 1995:586488 HCAPLUS 
DN 123:9463 
OREF 123:1991a 

TI Preparation of ( indoLyLaLkyl) piperidines and -pipe: 
IN Boettcher, Henning: Sayfriod, Chriatoph; Bartoazyk 

; Greiner, Har trout 
PA Morck Patent G.m.b.H., Germany 
SO Ger. Offen., 12 pp. 

CODEN: GWXXBX 
DT Patent 
LA German 
FAN.CNT 1 

PATENT NO. KIND DAT 



DE 43332S4 

EP 648 76 7 

EP 648767 

R: AT, BE, 

AT IS 366 3 

ES 210S4S4 

AU 9474244 

AU 679774 



CA 2133152 

JP 07149 762 

jp 4065034 

PL 178137 

CZ 293SS8 

ZA 9407622 



833 



-2132848 



RU-- 

No 306948 

SK 281793 

JP— 2007119502 

PRAI 1993DE-0043332S4 
1994JP-000233538 

OS MARPAT 123:9463 

GI 



] 99 J061S 
1016 
19950413 
19970710 
] 99508: 6 
luuuu9:u 
1995U331 
1995U331 
19 95 0613 
20080319 
luuuv331 
20040616 
19950516 
19960228 

19960702 
19990710 
Luuuull -■ 
20010806 
:00?u51 ? 
19930930 
19940928 



APPLICATION MO. 



19950406 1993DE-! 
19950419 1994EP-( 
19970528 



1994AT-000114798 
1994ES-000114798 
1994AU-000074244 



1 V 94CA-0Q2133252 



'L-uuu3u5116 
:z-uQQQQ237Q 
A - 0 0 0 0 0 76 2 2 
:U-000002806 



i4RU-QQQQ3566Q 
i4NO-QQQQQ3616 
i45K-QQQQQ1184 
)7JP-QQQQ34671 



19940920 ■ 

19940920 ■ 

19940927 ■ 

19940927 ■ 

19940928 ■ 



19940929 ■ 

19940929 • 

19940929 • 

20070215 • 



Title compds. [I; X = (HO-, alkoxy-, cyano-, halo-, R2CO-, 
R2CH2-substituted) 3-indolyl; Rl = (cyano-, HOCH2-, alKoxymethy 1-, 
R2CO-substituted) benzof uran-S-y L , 2 , 3-diIiydrobenzof uran-5-y 1 , 

(CH2)m; Z = N, CR3; R2 = OH, alKoxy. .: !'. : II. OH. alKoxy; m = 

were prepared having S-HT1A agonist activity, etc. (no data) . Thus, 
3- ( 4-chlorobutyl ) -5-methoxy indole and 

l-(2-hydroiiymethylbenzofuran-5-yl)piperazine were refluxed in MeCN t 
1- |4-(5-methoKyindol-3-yl) butyl] -4- ( 2-hydroxymethy 1 benzof uran-5- 
y 1 ) piperaz ine . 



study, unclassified ; SPY. Sy;-;t net ; ■:■ preparation!; THU (Therapeutic usi 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of ( indolylalkyL ) piper idines and -piperazines as drugs; 
163521-18-4 163521-19-5 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of ( indolylalkyl ) piperidines and -piperazines as drugs; 



: PREP (Preparation); USES (Uses) 
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(FILE 'HOME' ENTERED AT 15:27:33 ON 11 MAY 2009) 

FILE 'HCAPLUS' ENTERED AT 15:27:46 ON 11 MAY 2009 

LI 1 US20070099933 /PN 

FILE 'REGISTRY' ENTERED AT 15:27:52 ON 11 MAY 2009 

FILE 'HCAPLUS' ENTERED AT 15:27:52 ON 11 MAY 2009 
L2 TRA LI 1- RN : 13 TERMS 

FILE 'REGISTRY' ENTERED AT 15:27:52 ON 11 MAY 2009 

L3 13 SEA L2 

L4 STR 

L5 0 L4 

L6 9239 NC4-C6/ES AND OC4-C6/ES 

L7 12 L4 SAM SUB=L6 

L8 192 L4 FULL SUB=L6 

SAV TEM J734C1/A L8 

L9 10 L8 AND L3 

L10 182 L8 NOT L9 

FILE 'HCAPLUS' ENTERED AT 15:34:22 ON 11 MAY 2009 
Lll 40 L9 

L12 25 L10 

E HEINRICH T/AU 
L13 25 E3-4 

E HEINRICH TIMO/AU 
L14 42 E3 

E BOTTCHER H/AU 
L15 102 E3-6 

E BOTTCHER HENNING/AU 
L16 9 E3 

E SCHIEMMAN K/AU 
E SCHIEMANN K/AU 
L17 51 E3-4 

E HOLZEMANN G/AU 
L18 17 E3-5 

E AMSTERDAN C/AU 
E VAN AMSTERDAN C/AU 
E AMSTERDAM C/AU 
L19 2 E4-5 

E VAN AMSTERDAM C/AU 
L20 53 E3-6 

E BARTOSZYK G/AU 
L21 123 E4-8 

E LEIBROCK J/AU 
L22 43 E3-5 

E SEYFRIED C/AU 
L23 231 E3-6,E12-14 

L24 36253 MERCK/CS,PA 

L25 
L26 
L27 
L28 
L29 
L30 
L31 
L32 
L33 
L34 
L35 
L36 
L37 

L38 QUE PRD<=20040524 OR AD<=20040524 OR PD<=20040524 



11 


Lll 


AND 


L13- 


-23 


11 


Lll 


AND 


L24 




7 


L25 


AND 


L26 




4 


L25 


NOT 


L27 




16 


L12 


AND 


L13- 


-24 


12 


L12 


AND 


L13- 


-23 


12 


L30 


AND 


L29 




4 


L29 


NOT 


L31 




13 


L12 


NOT 


L31 




13 


L32- 


-33 






33 


Lll 


NOT 


L27 




33 


L35, 


. L28 






43 


L34, 


, L36 
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L39 QUE PD<=20030524 

L40 18 L27,L29 

L41 8 L28,L32 

L42 17 L40 AND L38-39 

L43 5 L41 AND L38-39 

L44 9 L34 AND L38-39 

L45 22 L36 AND L38-39 

L46 29 L44,L45 

L47 19 L42,L43 

L48 21 L25,L47 

FILE 'REGISTRY' ENTERED AT 17:33:00 ON 11 MAY 2009 

L49 61 El-61 

L50 98 El-98 
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